MK— 329 BLOCKS THE INHIBITION OF ALCOHOL INTAKE BY CCK-8. 
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Peripheral administration of sulfated cholecystokinin 
octapeptide (CCK-8) potently reduces alcohol intake, preference, 
and blood levels in rats. MK-329 (L—364,718 or Devazepide) acts at 
peripheral cholecystokinin (CCK-A) receptors to antagonize CCK-8's 
physiological and behavioral effects such as pancreatic stimulation 
and inhibition of feeding. We determined whether CCK-A receptor 
blockade could prevent CCK-8's alcohol and food satiety effects. 
We randomized combinations of intraperitonea1 injections of vehicle 
or MK-329 (100, 200, and 400 //g/kg) followed in 3 0 min by saline or 
CCK-8 (4 #g/kg) in 23-hour water-deprived, ad lib fed, male rats 
(N=20) . Rats then received access to 5% w/v ethanol for 30 min 
followed by 3 0 min access to water. MK-329 at all doses 
significantly (p < 0.05) reduced the suppression of alcohol intake 
by cholecystokinin. MK-329 alone reliably elevated food intake and 
reduced CCK's suppression of food intake at 100 //g/kg. We conclude 
that CCK-8's alcohol and food satiation effects depend upon 
specific, peripheral CCK-A receptors, and that satiation of 
drinking-associated feeding reflects an endogenous interaction of 
hormonal CCK-8 with neural CCK-A receptors in the gut. (Supported 
by NIH Grant No. RR-08197-11 from DRR and NIAAA). 
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